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Abstract
Background: Among the non-invasive screening methods for the identification of fetal aneuploidy, NIPT (non-invasive
prenatal testing) shows the highest sensitivity and specificity in high-risk pregnancies. Due to the low false positive rate
of NIPT, it is assumed that the implementation of NIPT as a primary screening method may reduce the number of
invasive fetal tests and result in a similar or lowered cost in the overall detection of Down syndrome. However, most
previous studies are based on theoretical economic analysis. This study aims to determine the cost effectiveness of
various prenatal test strategies, including NIPT, in real clinical settings in both low risk and high risk pregnancies.
Methods/design: In this prospective observational study, women (< 24 weeks) with singleton or twin pregnancies will
be enrolled in 12 different healthcare institutions. The participants will be grouped based on the risks of fetal
chromosomal abnormalities and will be counseled on the various screening or diagnostic methods, including NIPT,
according to the aneuploidy risk. The final decision on screening or diagnostic methods will be made by patients after
counseling. Questionnaires regarding factors affecting the decision on prenatal test will be answered by the
participants and physicians. The economic analysis on final total costs will be compared according to the various
prenatal test strategies.
Discussion: The results of present study are expected to have a significant impact on national policies in determining
Korean prenatal screening test strategies and to help in developing novel and effective prenatal screening tests in the
future.
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Background
Aneuploidy is defined as a numerical abnormality of
chromosomes and is reported to have an incidence of 1
out of 160 live births [1]. Prenatal diagnosis of aneu-
ploidy is crucial, since it is associated with an increased
perinatal morbidity and mortality. In addition, the pres-
ence of fetal aneuploidy can affect decision making in
fetal treatment, screening, and method of delivery.
Several strategies are currently available for the identifi-
cation of fetal aneuploidy [2]. Invasive test includes chori-
onic villi sampling, amniocentesis, and cordocentesis, and
is usually indicated for high-risk pregnant women in order
to diagnose aneuploidy. The procedure-related risk of this
invasive test amounts to 1/300–1/500 within two weeks
[3, 4], which restricts this tests from being universally used
in low-risk pregnancies. In addition, such an invasive test
requires highly trained professionals for the diagnostic
procedure. The conventional non-invasive screening tests
include maternal serum screening with biochemical
markers or ultrasound examination, such as the measure-
ment of fetal nuchal translucency (NT). Among the
non-invasive screening methods, triple test and quad test
have the accuracy rate of 61–70% and 74–81%, respectively
in diagnosing Down syndrome, with the false positive rate
of 5% [2, 5]. At 12-week pregnancy, using maternal blood
markers, namely, PAPP-A and free beta-hCG, has only 79–
87% accuracy rate, with 5% false positive rate [5]. Recently,
integrated test involving maternal serum test combined
with sonographic results through the first to mid-trimester
pregnancy has been introduced, with limited detection rate
of 94–96% [5].
Another method introduced in the USA in 2011 and
now widely used in 60 different countries is analyzing
fetal cell-free DNA in maternal blood sample which is
called as NIPT (non-invasive prenatal testing). In recent
guidelines, the NIPT is indicated mainly in high-risk
pregnant women [6] and shows the highest sensitivity
(> 99%) with low false positive rate (<= 0.15%) for the
detection of Down syndrome in high-risk pregnancies
[7–12].
Due to this low false positive rate, it is assumed that
the implementation of NIPT as a screening method may
reduce the number of invasive fetal tests. In the study of
Larion et al., NIPT’s high detection rate reduces undue
invasive prenatal screening tests [13], therefore reducing
fetal mortality rate caused by conventional invasive tests.
In terms of cost effectiveness, the decreased number
of invasive tests may result in a similar or lowered cost
in the overall detection of Down syndrome, as compared
to other screening or diagnostic methods. NIPT is ex-
pensive, with the associated cost ranging from $795 to
$2900 depending on the country; However, the high ac-
curacy rate of NIPT has a value in reducing invasive pre-
natal tests [1, 13]. These conflicting points (high cost
and a value in reduction of invasive test) raise the ques-
tions about the cost effectiveness of NIPT in both
high-risk and low-risk pregnant women. However, the
advantage may be more critical in high-risk pregnancies,
although clinical application of NIPT to all pregnant
women may not be economically practical.
In the literature, there have been several studies on the
cost effectiveness of NIPT (Table 1). Most studies are
based on theoretical economic analysis, especially in
high-risk pregnancies [14–17]. In England, prospective ob-
servational study has been conducted and showed that
NIPT decreased invasive tests with same detection rate
[18]. This England study was the first study on the effect-
iveness of NIPT in real world situation than in theoretical
model, but this study did not included low risk women
(included women with aneuploidy risk of at least 1/1000).
To determine this issue, we aimed to evaluate the cost
effectiveness of different prenatal test strategies for the
identification of fetal aneuploidy, including NIPT, in real
clinical setting in both low risk and high risk pregnancies.
Methods/design
Study design
This is a multi-center prospective observational study.
Fig. 1 depicts the study design with a clinical pathway.
The participants will be counseled on various screening
or diagnostic methods, based on risks of fetal chro-
mosomal abnormalities. The final decision on screening
or diagnostic methods will be made by patients after
counseling.
Population and recruitment
Singleton or twin pregnant women (< 24 weeks of ges-
tation) who are candidates for the identification of fetal
aneuploidy will be enrolled in 12 different healthcare
institutions between June 2016 and October 2018. The
participating hospitals include teaching hospitals in
urban areas.
Sample size
A prior sample size calculation was performed to deter-
mine how many participants would be needed to esti-
mate sensitivity of the NIPT. We estimated that the
prevalence of Down syndrome would be 3% and the pro-
portion of NIPT tests among prenatal screening tests
would be 15% in high-risk pregnancies from the partici-
pating health centers, in which the frequency of high
risk-pregnancies was estimated to amount to 33% (1/3)
of the total number of pregnancies. With the predeter-
mined sensitivity of 99% which is ascertained by previ-
ous studies and marginal error of 0.07, 259 women who
choose NIPT among prenatal screening tests and a total
of 5174 pregnant women would be required. Accounting
for the dropout rate, we estimated the minimum sample
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size as 6000 participants. The 12 participating health
care centers had a total of about 17,000 births and about
11,000 maternal serum screenings in one year.
Inclusion criteria
Inclusion criteria are as follows: (1) singleton/twin preg-
nant women who present at participating institutions be-
fore 24 weeks gestation and (2) candidates for the
identification of fetal aneuploidy; (3) 18 years of age or
older; (4) Asian ethnicity; (5) ability to read in and speak
Korean; (6) provided written informed consent.
Exclusion criteria
Exclusion criteria are as follows: (1) higher-order multi-
fetal pregnancy; (2) women who visit after 24 weeks; (3)
younger than 18 years of age; (4) ethnic background
other than Asian.
Classification of fetal aneuploidy risk
The participants will be grouped based on the risks of
fetal chromosomal abnormalities.
Group 1: low risk (no specific risk).
Group 2: advanced maternal age, 35 years or older at
the time of delivery.
Group 3: Positive result in maternal serum biochem-
ical test.
Group 4: Abnormal ultrasonographic findings associ-
ated with increased risk of aneuploidy.
4–1: increased nuchal translucency (NT).
4–2: presence of soft marker – ultrasonographic find-
ings that are not major anomalies, but indicative of in-
creased risks of chromosomal anomalies (brachycephaly
or shortened frontal lobe, clinodactyly, echogenic bowel,
flat facies, echogenic intracardiac foci, nasal bone ab-
sence or hypoplasia, nuchal fold thickening, pyelectasia,
sandal gap between the 1st and 2nd toes, shortened ear
length, single transverse palmar crease, single umbilical
artery, short long bone, or widened iliac angle).
4–3: major anomaly.
Group 5: prior pregnancy history.
5–1: chromosomal abnormality.
5–1-a: trisomy 13, 18, or 21.
5–1-b: other chromosomal abnormality.
(ex. Tuner syndrome, Robertsonian translocations, etc.)
5–2: congenital anomaly.
Group 6: Maternal or paternal chromosomal
abnormality.
6–1: increased risk of trisomy 21, 13.
6–2: other chromosomal abnormality.
Group 7: Positive result in NIPT.
Group 8: Genetic counselling due to abnormal results
of invasive test.
Counseling and decision on prenatal test
The participants will be counseled on the various pre-
natal tests, including maternal serum screening, NIPT,
and invasive prenatal test. The available maternal serum
screening tests in Korea include dual test, triple test,
quad test, integrated test, sequential test, and contingent
Table 1 Several studies for determining cost effectiveness of NIPT
Study Method of
analysis
Study population Prenatal tests strategies Result
Alice C. AYRES et al.,
2014 [14]
Decision-analytic
model
General population Current practice and NIPT Most cost-effective for women
over 40 years of age
Anjali J. Kaimal et al.,
2015 [15]
Decision-analytic
model
General population Chromosomal microarray,
miltiple marker screening,
cell-free DNA screening,
NT screening alone,
in combination,
or in sequence
NIPT is the most cost-effective
after primary screen method at
age 40 years and older
Genevieve Fairbrother
et al., 2015 [16]
Decision-analytic
model
General population NIPT, first trimester combined screening
(FTS)
NIPT is more economical,
below $453
Brandon S. Walker et al.,
2015 [17]
Decision-analytic
model
General population Contingent NIPT,
conventional maternal serum
screening (MSS), universal NIPT
Universal NIPT is more
cost-effective from a
societal perspective view
Lyn S Chitty et al.,
2016 [18]
Real clinical
setting
Pregnant women with
risk for Down syndrome
of at least 1/1000
Contingent NIPT,
Down syndrome screening
program (DSS)
NIPT as a contingent test within
DSS program can make more
effective outcome of prenatal care
Current study Real clinical
setting
General population Maternal serum test (dual test,
triple test, quad test,
integrated test, sequential test,
and contingent test),
invasive test (CVS, amniocentesis,
cordocentesis), NIPT
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test. Available diagnostic tests include chorionic villi
sampling, amniocentesis, and cordocentesis.
For women classified as high-risk group on maternal
serum test (group 3) will be recommended to NIPT or
invasive test. And invasive test will be recommended for
women with positive result in NIPT (groups 7), or with
markedly increased NT or with major anomaly (groups
4–1, 4–3). The following tests are the firstly recom-
mended tests by a physician, based on the classification
of fetal aneuploidy risk.
Group 1: Maternal serum screening test, NIPT.
Group 2: Maternal serum screening test, NIPT, Inva-
sive test.
Group 3: NIPT, Invasive test.
Group 4–1, 4–3: Invasive test.
Group 4–2: Maternal serum screening test, NIPT, in-
vasive test.
Group 5–1: NIPT, Invasive test.
Group 5–2: Maternal serum screening test, NIPT, in-
vasive test.
Group 6–1: NIPT, Invasive test.
Group 6–2: Invasive test.
Group 7: Invasive test.
However, the final decision on screening or diagnostic
methods will be made by patients after counseling, in
the awareness of their costs.
Maternal serum screening test
Maternal serum screening test includes double marker
(PAPP-A and free beta-hCG), Triple marker (AFP, total
hCG, uE3), Quad marker (AFP, total hCG, uE3, Inhibin
A), integrated test, sequential test, and contingent test. In
the integrated test, the risk will be tested by the
combination of the first trimester markers (serum
PAPP-A and NT in ultrasound) and the second trimester
markers (AFP, total hCG, uE3, Inhibin A). For sequential
test, risk will be calculated separately in the first trimester
(free-hCG, PAPP-A and NT) and in the second trimester
(quad test). Each test will be performed in individual hos-
pitals or by commercial services.
Invasive test (Cytogenic test)
Cytogenic analysis consists of invasive tests, such as
chorionic villous sampling, amniocentesis, and cordo-
centesis. The final results of these tests will be confirmed
by conventional karyotyping. After two weeks, the com-
plications associated with procedures will be determined
by the presence of preterm premature rupture of mem-
branes, preterm labor, fetal death in utero, and other
complications.
Fetal ultrasound test
In the first trimester, fetal nuchal translucency will be
measured according to the nuchal translucency meas-
urement protocol by Fetal Medicine Foundation. In the
2nd trimester (usually after 18 weeks of gestation), level
II ultrasound will be performed for the detection of fetal
anomalies.
NIPT
The level of risk on Down syndrome, Edward syndrome,
Patau syndrome, sex chromosomal abnormality will be
analyzed in pregnant women who choose NIPT. The
NIPT will be performed by several commercially avail-
able tests in Korea.
Fig. 1 Protocol diagram
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Investigation of the factors affecting the decision
Factors affecting the decision on the prenatal test will be
assessed with the questionnaire answered by the partici-
pants (Additional file 1) and physicians (Additional file
2). The patients' questionnaire will be developed with
the modification of that used in the study previously
published by Lewis C. et al. (PMID: 24433394) In
addition, participants will be asked about demographic
information, past medical history, and obstetrical history,
including history of major anomaly, genetic disorder, or
aneuploidy in prior pregnancy.
Delivery outcome
The data on the result of prenatal tests and pregnancy/
neonatal outcomes will be gathered in a subsequent re-
view of medical records. The information on gestational
age at delivery, neonatal birth weights, the presence of
congenital anomalies, and postnatal cytogenetic study (if
performed) will be collected.
The cost-effective analysis
A cost-utility analysis comparing various prenatal test
strategies will be performed from the societal perspective.
Transition probabilities and cost data will be estimated
from the clinical data collected from 12 participating
health centers. Contingent valuation scenarios will be used
to solicit utility data for major health states, such as aneu-
ploidy and miscarriage among the pregnant women who
have agreed to participate in the study. The incremental
cost effectiveness ratio (ICER) analysis will be used to
identify the most cost-effective strategy.
Discussion
In this study, we will try to find out which method is
more cost-effective for detection of fetal aneuploidy, in-
cluding NIPT.
NIPT is expensive ranging from $795 to 2900 depend-
ing on countries in the literature, and the NIPT cost in
Korea is between 550,000 and 800,000 KRW. However,
the high accuracy rate of NIPT has a value in reducing
invasive prenatal tests [1, 13]. These conflicting points
(high cost and a value in reduction of invasive test)
raised the questions on the cost-effectiveness of NIPT in
both high-risk and low-risk pregnant women. In the lit-
erature, there have been several studies on the
cost-effectiveness of NIPT (Table 1). The NIPT has been
shown to be cost-effective, especially in high risk patients.
However, the cost-effectiveness of NIPT in low risk
women has not been well determined. In addition, these
previous studies are mostly based on theoretical economic
analysis and clinical data in a ‘real-world situation’ has not
been well evaluated. Lastly, the cost-effectiveness analysis
in Korean population seems to be important, because the
mean age of Korean pregnant women was higher than
other countries (such as USA and England) and old age it-
self can be a high risk factor [19].
To our knowledge, this study will be the first study which
evaluated the cost effectiveness of NIPT in low risk
Table 2 Subsequent studies using the data derived from our study
Cost-effectiveness study Cost-effectiveness of various prenatal tests in real clinical setting
- In both low risk and high risk pregnancy
- In both singleton and twin pregnancy
Factors affecting the
decision
1) Questionnaire Study: factors affecting the decision on prenatal test by both participants, husbands and attending
physicians in real clinical setting
2) Clinical factors affecting the decision in real clinical setting
- In both low risk and high risk pregnancy
- In both singleton and twin pregnancy
NIPT 1) Clinical aspect: Introduction of NIPT and its effects on selection of prenatal test including invasive diagnostic tests
- In both low risk and high risk pregnancy
- In both singleton and twin pregnancy
2) Diagnostic aspect: the diagnostic accuracy and no-call reports of NIPT
- In both low risk and high risk pregnancy
- In both singleton and twin pregnancy
3) The usefulness of NIPT in structural malformation or in increased nuchal translucency
4) The risk of major structural malformation according to the results of various prenatal tests
Maternal serum
screening
Evaluation of adverse pregnancy outcomes according to the maternal serum screening test
- In both low risk and high risk pregnancy
- In both singleton and twin pregnancy
Invasive test study 1) Complication rate including abortion in invasive prenatal tests in Korean clinical settings
- In both low risk and high risk pregnancy
- In both singleton and twin pregnancy
2) Change in abortion rate after the introduction of NIPT
Guidelines 1) Development of guidelines for prenatal screening test
2) Development of guidelines for prenatal diagnostic test
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pregnancies in reality. In addition, this will be the first study
determining the impact of NIPT in twin pregnancies.
The results of this study are expected to have a signifi-
cant impact on improving national health, and related
policies (Table 2). First, on national health level, prenatal
screening guidelines would reduce unnecessary invasive
tests and result related abortion. Secondly, prenatal
screening costs would be reduced. Third, more effective
government policies would be made for prenatal care
and gathering evidence for improving low birth rates. Fi-
nally, this would be basis of effective prenatal screening.
Additional files
Additional file 1: Patients Questionnaire: Korean version and Patients
Quesionnaire: English version. (ZIP 524 kb)
Additional file 2: Physicians Questionnaire: Korean version and
Physicians Questionnaire: English version. (ZIP 536 kb)
Abbreviations
AFP: alpha-fetoprotein; hCG: human chorionic gonadotropin; KRW: South
Korean won; NIPT: non-invasive prenatal testing; NT: nuchal translucency;
PAPP-A: pregnancy-associated plasma protein A; uE3: unconjugated estriol
Funding
This research was supported by a grant of the Korea Health Technology R&D
Project through the Korea Health Industry Development Institute(KHIDI),
funded by the Ministry of Health & Welfare, Republic of Korea (grant number:
HC15C1336).
Authors’ contributions
SYK drafted and revised the manuscript. SML revised the manuscript. JKJ, YJH,
MHK, JYS, MYL, SYO, JHL, SHK, DHC, GJC, HSK, BJK, MHP, HYC, and HSK
participated in the study design, study protocol, and performed study at
respective healthcare center. JHA conceptualized cost-effectiveness of protocol.
All authors read and approved the final manuscript. SML and HMR coordinated
and reviewed this study and made a final approval to publish.
Ethics approval and consent to participate
The Institutional Review Board of each participating institution has approved
the present study. The patients will provide written informed consent for the
collection of clinical data and the results of questionnaires for research
purposes.
Consent to publication
Not applicable.
Competing interests
The authors declare that they have no competing interests.
Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.
Author details
1Department of Obstetrics and Gynecology, Seoul National University
College of Medicine, Seoul, Republic of Korea. 2Department of Obstetrics and
Gynecology, Cheil General Hospital and Women’s Healthcare Center,
Dankook University College of Medicine, Seoul, Republic of Korea.
3Department of Obstetrics and Gynecology, University of Ulsan College of
Medicine, Asan Medical Center, Seoul, Republic of Korea. 4Department of
Obstetrics and Gynecology, Samsung Medical Center, Sungkyunkwan
University School of Medicine, Seoul, Republic of Korea. 5Department of
Obstetrics and Gynecology, Institute of Women’s Life Medical Science, Yonsei
University College of Medicine, Yonsei University Health System, Seoul,
Republic of Korea. 6Department of Obstetrics and Gynecology, CHA
Gangnam Medical Center, CHA University, Seoul, Republic of Korea.
7Department of Obstetrics and Gynecology, Korea University College of
Medicine, Seoul, Republic of Korea. 8Department of Obstetrics and
Gynecology, Konkuk University School of Medicine, Seoul, Republic of Korea.
9Department of Obstetrics and Gynecology, Seoul Metropolitan Government
Seoul National University Boramae Medical Center, Seoul, Republic of Korea.
10Department of Obstetrics and Gynecology, Ewha Womans University,
Seoul, Republic of Korea. 11Department of Obstetrics and Gynecology,
Bundang CHA Medical Center, CHA University School of Medicine,
Seongnam, Republic of Korea. 12Department of Obstetrics and Gynecology,
Catholic University of Korea College of Medicine, Seoul, Republic of Korea.
13Department of Health Convergence, Ewha Womans University, Seoul,
Republic of Korea.
Received: 6 October 2017 Accepted: 28 June 2018
References
1. Driscoll DA, Gross S. Clinical practice. Prenatal screening for aneuploidy.
The New England journal of medicine. 2009;360(24):2556–62.
2. Bulletins ACP. ACOG practice bulletin no. 77: screening for fetal
chromosomal abnormalities. Obstet Gynecol. 2007;109(1):217–27.
3. Mazza V, Pati M, Bertucci E, Re C, Ranzi A, Percesepe A, Forabosco A, Volpe
A. Age-specific risk of fetal loss post second trimester amniocentesis:
analysis of 5043 cases. Prenat Diagn. 2007;27(2):180–3.
4. Eddleman KA, Malone FD, Sullivan L, Dukes K, Berkowitz RL, Kharbutli Y,
Porter TF, Luthy DA, Comstock CH, Saade GR, et al. Pregnancy loss rates
after midtrimester amniocentesis. Obstet Gynecol. 2006;108(5):1067–72.
5. Malone FD, Canick JA, Ball RH, Nyberg DA, Comstock CH, Bukowski R,
Berkowitz RL, Gross SJ, Dugoff L, Craigo SD, et al. First-trimester or second-
trimester screening, or both, for Down's syndrome. New Engl J Med. 2005;
353(19):2001–11.
6. Committee Opinion No. 640: cell-free DNA screening for fetal aneuploidy.
Obstet Gynecol. 2015;126(3):e31–7.
7. Gil MM, Quezada MS, Revello R, Akolekar R, Nicolaides KH. Analysis of cell-
free DNA in maternal blood in screening for fetal aneuploidies: updated
meta-analysis. Ultrasound in obstetrics & gynecology : the official journal of
the International Society of Ultrasound in Obstetrics and Gynecology. 2015;
45(3):249–66.
8. Palomaki GE, Kloza EM, Lambert-Messerlian GM, Haddow JE, Neveux LM,
Ehrich M, van den Boom D, Bombard AT, Deciu C, Grody WW, et al. DNA
sequencing of maternal plasma to detect Down syndrome: an international
clinical validation study. Genetics in medicine : official journal of the
American College of Medical Genetics. 2011;13(11):913–20.
9. Bianchi DW, Platt LD, Goldberg JD, Abuhamad AZ, Sehnert AJ, Rava RP,
MatErnal BISSASG. Genome-wide fetal aneuploidy detection by maternal
plasma DNA sequencing. Obstet Gynecol. 2012;119(5):890–901.
10. Ashoor G, Syngelaki A, Wagner M, Birdir C, Nicolaides KH. Chromosome-
selective sequencing of maternal plasma cell-free DNA for first-trimester
detection of trisomy 21 and trisomy 18. Am J Obstet Gynecol. 2012;206(4):
322 e321–5.
11. Sparks AB, Struble CA, Wang ET, Song K, Oliphant A. Noninvasive prenatal
detection and selective analysis of cell-free DNA obtained from maternal
blood: evaluation for trisomy 21 and trisomy 18. Am J Obstet Gynecol. 2012;
206(4):319 e311–9.
12. Norton ME, Brar H, Weiss J, Karimi A, Laurent LC, Caughey AB, Rodriguez
MH, Williams J 3rd, Mitchell ME, Adair CD, et al. Non-Invasive Chromosomal
Evaluation (NICE) Study: results of a multicenter prospective cohort study
for detection of fetal trisomy 21 and trisomy 18. American journal of
obstetrics and gynecology. 2012;207(2):137 e131–8.
13. Larion S, Warsof SL, Romary L, Mlynarczyk M, Peleg D, Abuhamad AZ.
Uptake of noninvasive prenatal testing at a large academic referral center.
Am J Obstet Gynecol. 2014;211(6):651 e651–7.
14. Ayres AC, Whitty JA, Ellwood DA. A cost-effectiveness analysis
comparing different strategies to implement noninvasive prenatal
testing into a Down syndrome screening program. Aust N Z J Obstet
Gynaecol. 2014;54(5):412–7.
15. Kaimal AJ, Norton ME, Kuppermann M. Prenatal testing in the genomic age:
clinical outcomes, quality of life, and costs. Obstet Gynecol. 2015;126(4):737–46.
Kim et al. BMC Pregnancy and Childbirth  (2018) 18:307 Page 6 of 7
16. Fairbrother G, Burigo J, Sharon T, Song K. Prenatal screening for fetal
aneuploidies with cell-free DNA in the general pregnancy population: a
cost-effectiveness analysis. The journal of maternal-fetal & neonatal
medicine : the official journal of the European Association of Perinatal
Medicine, the Federation of Asia and Oceania Perinatal Societies, the
International Society of Perinatal Obstet. 2016;29(7):1160–4.
17. Walker BS, Nelson RE, Jackson BR, Grenache DG, Ashwood ER, Schmidt RL. A
cost-effectiveness analysis of first trimester non-invasive prenatal screening
for fetal Trisomies in the United States. PLoS One. 2015;10(7):e0131402.
18. Chitty LS, Wright D, Hill M, Verhoef TI, Daley R, Lewis C, Mason S, McKay F,
Jenkins L, Howarth A, et al. Uptake, outcomes, and costs of implementing
non-invasive prenatal testing for Down's syndrome into NHS maternity care:
prospective cohort study in eight diverse maternity units. Bmj-Brit Med J.
2016;354
19. Chung SH, Seol HJ, Choi YS, Oh SY, Kim A, Bae CW. Changes in the
cesarean section rate in Korea (1982-2012) and a review of the associated
factors. J Korean Med Sci. 2014;29(10):1341–52.
Kim et al. BMC Pregnancy and Childbirth  (2018) 18:307 Page 7 of 7
